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Abstract: DESCRIPTION: (provided by applicant) Schizophrenia is a complex, severe
psychiatric disorder that affects up to 1 percent of the world population. Both a strong
genetic component and evidence for environmental influences have been demonstrated,
yet, specific alleles and/or specific environmental factors have not been identified. An
association between schizophrenia and immune responsivity has been suggested, as well
as prenatal factorsincluding infection. Aswith other Psychiatric disorders, clinical

heter ogeneity, epistatic genetic effects, and multifocal brain involvement have made the
etiology difficult to study. Therefore, we propose to use a refined phenotype of severe
disease (childhood onset) to maximize discrimination among genotypes and compare
allelesin probands versus alleles in non-affected nuclear family members on immune HLA
genotype and sel ected non-immune candidate genes. Data will be used to explore/refine
statistical methods that integrate and maximize information for gene-gene interaction
testing. The specific aims of the research are to: 1. Genotype immune HLA-A, HLA-B,
HLA-DRB1, HLA-DQBL1, and non-immune candidate schizophrenia loci 1032.2-g41, 4931,
992!, and Xpl1.4-11.3 and 2. identify gene-gene interactions underlying the clinical
manifestation of childhood onset schizophrenia through the study of the candidate immune
and non-immune genes listed above. The training portion of this application is designed to
provide solid theoretical foundation, laboratory skill, and statistical knowledge to prepare
the candidate for a research career in the area of gene-gene and gene-environment
interactions involved in the etiology of complex genetic disorders. The candidate's
previous work has looked in a very linear way at induced chromosomal aberrations
related to environmental exposures. Such studies are important but limited. The candidate
lacks the training necessary for research at the gene or gene and gene/environment
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interaction level. Schizophrenia (as an example of a complex genetic disorder) will
provide an excellent model for training.
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